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Supplementary Figure S1a: ACE Study Flow Diagram
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Supplementary Figure S1b: ACE2 Study Flow Diagram
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Supplementary Figure S1c: AGT Study Flow Diagram
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Supplementary Figure S1d: AGTR1 Study Flow Diagram
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Supplementary Figure S1f: REN Study Flow Diagram
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Supplementary Figure S2a: Forest plot - ACE I/D investigation, individuals with type 1 diabetic
nephropathy compared to individuals with type 1 diabetes mellitus in a European population (ACE
insertion compared to deletion).
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Supplementary Figure S2b: Forest plot - ACE I/D investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in a European population (ACE
insertion compared to deletion).
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Supplementary Figure S2c: Forest plot - ACE I/D investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in a Middle Eastern population
(ACE insertion compared to deletion).
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Supplementary Figure S2d: Forest plot - ACE I/D investigation, individuals with chronic kidney disease
compared to healthy controls in a South Asian population (ACE insertion compared to deletion).
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Supplementary Figure S2e: Forest plot - ACE I/D investigation, individuals with end-stage renal disease
compared to healthy controls in a European population (ACE insertion compared to deletion).
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Supplementary Figure S2f: Forest plot - ACE |/D investigation, individuals with end-stage renal disease
compared to healthy controls in a Middle Eastern population (ACE insertion compared to deletion).
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Supplementary Figure S2g: Forest plot - ACE |/D investigation, individuals with end-stage renal disease
linked to type 2 diabetic nephropathy compared to individuals with type 2 diabetes mellitus in an East
Asian population (ACE insertion compared to deletion).
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Supplementary Figure S2h: Forest plot - ACE I/D investigation, individuals with end-stage renal disease
linked to type 2 diabetic nephropathy compared to individuals with type 2 diabetes mellitus in a
European population (ACE insertion compared to deletion).
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Supplementary Figure S2i: Forest plot - ACE I/D investigation, individuals with IgA nephropathy
compared to healthy controls in an East Asian population (ACE insertion compared to deletion).
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Supplementary Figure S2j: Forest plot - ACE /D investigation, individuals with IgA nephropathy
compared to healthy controls in a European population (ACE insertion compared to deletion).
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Supplementary Figure S2k: Forest plot - ACE |/D investigation, individuals with primary
glomerulonephritis compared to healthy controls in a European population (ACE insertion compared
to deletion).
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Supplementary Figure S2l: Forest plot - ACE I/D investigation, individuals who have had renal
transplants compared to healthy controls in a European population (ACE insertion compared to
deletion).
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Supplementary Figure S3a: Funnel plot - ACE I/D investigation, individuals with type 1 diabetic
nephropathy compared to individuals with type 1 diabetes mellitus in a European population (ACE

insertion compared to deletion).
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Supplementary Figure S3b: Funnel plot - ACE I/D investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in a European population (ACE

insertion compared to deletion).
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Supplementary Figure S3c: Funnel plot - ACE I/D investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in a Middle Eastern population
(ACE insertion compared to deletion).
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Supplementary Figure S3d: Funnel plot - ACE I/D investigation, individuals with chronic kidney disease
compared to healthy controls in a South Asian population (ACE insertion compared to deletion).



D__SE(IDQ][OR])

[
m
|I : Iu
|Ir : 1I|
01 T OI"’% \II
|I|l i G|
||l : dl
I
[
02T h 'D. d
] | [
|I ! I|
[} : L]
I|I : ‘I‘
N I
0.3+ ' ! \
0 ! 5
]I ! Il
I
1] | \
| ! \
04T ! ! |
Co o
II ! II
|ll : \I
] . 1 oR
0.5 f L f . f {
0. 01 1 10 100

Supplementary Figure S3e: Funnel plot - ACE I/D investigation, individuals with end-stage renal
disease compared to healthy controls in a European population (ACE insertion compared to deletion).
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Supplementary Figure S3f: Funnel plot - ACE I/D investigation, individuals with end-stage renal disease
compared to healthy controls in a Middle Eastern population (ACE insertion compared to deletion).
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Supplementary Figure S3g: Funnel plot - ACE 1I/D investigation, individuals with end-stage renal
disease linked to type 2 diabetic nephropathy compared to individuals with type 2 diabetes mellitus

in an East Asian population (ACE insertion compared to deletion).
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Supplementary Figure S3h: Funnel plot - ACE I/D investigation, individuals with end-stage renal
disease linked to type 2 diabetic nephropathy compared to individuals with type 2 diabetes mellitus

in a European population (ACE insertion compared to deletion).
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Supplementary Figure S3i: Funnel plot - ACE 1I/D investigation, individuals with IgA nephropathy
compared to healthy controls in an East Asian population (ACE insertion compared to deletion).
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Supplementary Figure S3j: Funnel plot - ACE I/D investigation, individuals with IgA nephropathy
compared to healthy controls in a European population (ACE insertion compared to deletion).
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Supplementary Figure S3k: Funnel plot - ACE 1/D investigation, individuals with primary
glomerulonephritis compared to healthy controls in a European population (ACE insertion compared

to deletion).
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Supplementary Figure S3l: Funnel plot - ACE I/D investigation, individuals who have had renal
transplants compared to healthy controls in a European population (ACE insertion compared to

deletion).
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Supplementary Figure S4a: Forest plot - AGT rs699 investigation, individuals with type 1 diabetic
nephropathy compared to individuals with type 1 diabetes mellitus in a European population (AGT
rs699 T allele compared to C allele).

Case Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chno 1996 16 a0 25 106 16.8% 1.62[0.72, 3.21] T
Que 1939 3] 42 13 G0 11.8% 0GBO[0.21,1.74] I
Thaomas 2001 18 102 79 810 204% 117 [0.67, 2.08] I
Wang 2016 19 144 154 946 21.6% 0.56[0.34, 0.92] —=
Wy 2000 21 142 26 82 18.5% 037018 072 —
Young 19498 4 40 25 108 11.0% 0370012, 1.14] e —
Total (95% CI) 570 1812 100.0% 0.69 [0.43, 1.11] 4
Taotal events a4 322
Heterogeneity: Tau®=0.21; Chi*F=13.02, df= 5 (P=0.02), F= 62% IIJ.D1 IZIH 1IEI 1DUI
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Supplementary Figure S4b: Forest plot - AGT rs699 investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in an East Asian population (AGT
rs699 T allele compared to C allele).

Case Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fradin 2002 45 T8 139 236 TA5% 0.95[0.87, 1.60] -
Freire 1598 134 230 148 236 145% 0831087, 1.200 -
Makuc 2017 294 557 384 FAD 41 4% 1.03[0.83,1.28]
Schmidt 1996 143 2454 17 214 149% TA8[0.81,1.70
Zychma 2000 133 254 242 486 M B8% 1.11[0.82,1.60]
Total (95% CI) 1368 1922 100.0% 1.03 [0.89, 1.18]
Total events a5 1040

Heterogeneity: Tau®=0.00; Chi*= 211, df= 4 {(P=0.72}; F=0% I t t {
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Supplementary Figure S4c: Forest plot - AGT rs699 investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in a European population (AGT
rs699 T allele compared to C allele).



Case Control Odds Ratio Qdds Ratio

Study or Subgroup  Bvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eroglu 2008 48 a2 G2 112 251% 088051, 1.83]

Reis 2011 114 2186 89 222 360% 167 [1.14, 2.44] —+
Sancakdar 2015 189 388 95 200 388% 1.05[0.75, 1.48]

Total (95% CI) 696 534 100.0% 1.19[0.82, 1.71]

Total events 351 245

Heterogeneity: Tau®= 0.06; Chi#=4.72, df= 2 (P = 0.09); F=58% I t T t |
Tastfor overall effect 7= 081 (F = 0.36) 0.01 0.1 1 10 100
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Supplementary Figure S4d: Forest plot - AGT rs699 investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in a Middle Eastern population
(AGT rs699 T allele compared to C allele).

Protective Risk Odids Ratio Oilds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kawada 1957 a1 424 G4 404 311% 1.45[1.02, 2.07] Bl
5u 2017 194 1268 279 1478 38.3% 0.78 [0.63, 0.95] L
YWang 2003 TE 442 G4 3B 30.6% 0.86 [0.60,1.24] I
Total (95% CI) 2184 2248 100.0% 0.97 [0.67, 1.41]
Total events 361 407
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Supplementary Figure S4e: Forest plot - AGT rs699 investigation, individuals with end-stage renal
disease compared to healthy controls in an East Asian population (AGT rs699 T allele compared to C
allele).

Case Control Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Gao 2015 144 700 125 B20 41.2% 1.03[0.78, 1.34] 3
Guo 2016 19 a0 16 40 a.4% 1.24 [0.59, 2.60] I
Huang 2010 35 260 40 240 123% 078048 1.27] —T
Kim 2009 89 47E 118  BOD 31.5% 097 [0.71,1.32] -+
Lau 2004 27 236 31 188 9.6% 065038 1.14] I
Total (95% CI) 1762 1738 100.0% 0.94 [0.79, 1.12] [ ]
Total events 34 347
Heterogeneity: Tau®= 0.00; Chi*=3.18, df= 4 (P = 0.53); F= 0% =D ” 011 1=E| 1E|D=

Test for overall effect: Z= 067 (P =0.40) Case Control

Supplementary Figure S4f: Forest plot - AGT rs699 investigation, individuals with IgA nephropathy
compared to healthy controls in an East Asian population (AGT rs699 T allele compared to C allele).
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Supplementary Figure S5a: Funnel plot - AGT rs699 investigation, individuals with type 1 diabetic

nephropathy compared to individuals with type 1 diabetes
rs699 T allele compared to C allele).
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Supplementary Figure S5c: Funnel plot - AGT rs699 investigation, individuals with type 2 diabetic

nephropathy compared to individuals with type 2 diabetes mellitus in a European population (AGT
rs699 T allele compared to C allele).

D__SE(IDg[OR])

IR

02T

031

04T

Supplementary Figure S5d: Funnel plot - AGT rs699 investigation, individuals with type 2 diabetic

nephropathy compared to individuals with type 2 diabetes mellitus in a Middle Eastern population
(AGT rs699 T allele compared to C allele).
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Supplementary Figure S5e: Funnel plot - AGT rs699 investigation, individuals with end-stage renal

disease compared to healthy controls in an East Asian population (AGT rs699 T allele compared to C
allele).
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Supplementary Figure S5f: Funnel plot - AGT rs699 investigation, individuals with IgA nephropathy
compared to healthy controls in an East Asian population (AGT rs699 T allele compared to C allele).



Case Control Odds Ratio Odds Ratio

Study or Subgroup  Ewents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Currie 2010 1029 1414 1052 1470 33.2% 1.06 [0.90, 1.29] -

Doria 19497 99 146 119 158 12.2% 069042 1.14] T

Mallsten 2008 Ta Y6 290 394 104% 1.551[0.89, 2.77] T

Savage 1999 136 190 137 194 14.5% 1.05 [0.67, 1.63] -

Tarnow 1996 287 396 274 380 M 4% 1.02[0.74,1.40] -
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Supplementary Figure S6a: Forest plot - AGTR1 rs5186 investigation, individuals with type 1 diabetic
nephropathy compared to individuals with type 1 diabetes mellitus in a European population (AGTR1
rs5186 A allele compared to C allele).

Case Control Odds Ratio Odds Ratic
Study or Subgroup  Evenis Total Events Total Weight M-H, Random, 85% CI M-H, Random, 85% CI
Thomas 2001 88 102 483 510 30.2% 1.84 [0.55, 6.20]
Wu 2000 127 142 74 82 B4.2% 0,92 [0.37, 2.26]
Young 958 8 40 103 108 157% 0.92 [0.17, 4.96]
Total (95% CI) 284 700 100.0% 1.13 [0.58, 2.20]
Total events 264 660
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Supplementary Figure S6b: Forest plot - AGTR1 rs5186 investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in an East Asian population (AGTR1
rs5186 A allele compared to C allele).

Case Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2015 659 702 5T7  B20  451% 1.14 [0.74, 1.77]
Huang 2010 243 280 220 240 18.1% 1.30 [0.66, 2.54] -t
Kim 2009 452 476 576 600 257% 0,78 [0.44, 1.40] .
Lau 2004 227 236 178 188 10.1% 1.42 [0.56, 3.56] I
Total (95% CI) 1674 1648 100.0% 1.09 [0.81, 1.46] L 2
Tolal events 1581 1551
Heterogeneity: Tau? = 0.00; Chi? = 1.85, df = 3 (P = 0,60 I = 0% f f t

t i
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Supplementary Figure S6c: Forest plot - AGTR1 rs5186 investigation, individuals with IgA nephropathy
compared to healthy controls in an East Asian population (AGTR1 rs5186 A allele compared to C allele).
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Supplementary Figure S7a: Funnel plot - AGTR1 rs5186 investigation, individuals with type 1 diabetic
nephropathy compared to individuals with type 1 diabetes mellitus in a European population (AGTR1

rs5186 A allele compared to C allele).
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Supplementary Figure S7b: Funnel plot - AGTR1 rs5186 investigation, individuals with type 2 diabetic
nephropathy compared to individuals with type 2 diabetes mellitus in an East Asian population (AGTR1

rs5186 A allele compared to C allele).
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Supplementary Figure S7c: Funnel plot - AGTR1 rs5186 investigation, individuals with IgA nephropathy
compared to healthy controls in an East Asian population (AGTR1 rs5186 A allele compared to C allele).



